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Claim l|, line^, change "B27, B28" to -B27 and B28--. 






' (Twice Amended) A process for the preparation of an insuhn derivative or of a 
physiologically tolerable salt thereof as claimed in claim 1, comprising [the construction of] 

a) constructing a replicable, expression vehicle which contains a DNA sequence which 
codes for a precursor of the insulin derivative, in which the amino acid residue in position Al of 
the A chain is linked to the amino acid residue B30 of the B chain via a peptide chain of the 
formula II 

-R\Arg- II 

in which R\ is a peptide chain having n amino acid residues and n is an integer from 0 to 34, 
and the B chain is [prolonged in position Bl bv] modified by covalent linkage of the amino acid 
at position Bl to a peptide chain of the formula III 

Met-R\XArg)p_ III 

in which R^^ is a peptide chain having m amino acid residues, m is an integer from 0 to 40 and p 
is 0, 1 or 2, 

b) [expression] expressing the DNA sequence which codes for a precursor of the insulin 
derivative in a host cell, and 

c) [release of] releasing the insulin derivative from its precursor using chemical and/or 
enzymatic methods. 




LAW OFFICES 

FiNNECAN, Henderson, 
Farabow, Garrett, 

a DUNNER,L.L.P. 

I3O0 I STREET, N. W. 
WASHINGTON, DC 20005 

zoz-foa^ooo 


-2- 





Attorney Docket No. 0248 1 . 1 597 
Application No. 09/099,307 



(Twice Amended) A precursor of [the] ^ insulin derivative , wherein the 
precursor has a sequence selected from the group consisting of SEP ED NO.: 11. SEP ID NO.: 6. 
SEO ID N0.:8. and SEP ID NO.: 7 [as claimed in claim 63]. 

(Twice Amended) [A] The precursor of claini^. wherein the precursor has the 
sequence of SEP ID NP.:6 [the insulin derivative as claimed in claim 64]. 




6> 



' ' (Twice Amended) [A] The precursor of claim ^^wherein the precursor has the 

sequence of SEP ID NP.:8 [the insulin derivative as claimed in claim 65]. 



(Twice Amended) [A] The precursor of claim 4a. wherein the precursor has the 
sequence of SEP ID NP.:7 [the insulin derivative as claimed in claim 66]. 

\. ■ 46. (Amended) [ADNA] An isolated or purified nucleic acid comprising a sequence 
which codes for a precursor of [the] insulin derivative having a sequence selected from SEP y\ 
ID NP.:1 1. SEP ID NP.:6. SEP ID NP.8. and SEP ID NP.:7 [as claimed in claim 411. 




(Amended) An expression vehicle comprising a [DNA sequence] nucleic acid as 
claimed in claim J0[A5]. 
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-^5Jo. f Amended) An expression vehicle comprising a fDNA sequence] nucleic acid as 
claimed in claim^^'[46]. 

(Amended) An expression vehicle comprising a fDNA sequence] nucleic acid as 
claimed in claim ^[47]. 

M.. (Amended) An expression vehicle comprising a [DNA sequence] nucleic acid as 
claimed in claim ^[48]. 
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69. (Twice Amended) A process for the preparation of an insulin derivative as 
claimed in claim^^comprising [the construction of] 

a) constructing a replicable, expression vehicle which contains a DNA sequence which 
codes for a precursor of the insulin derivative, in which the amino acid residue in position Al of 
the A chain is linked to the amino acid residue B30 of the B chain via a peptide chain of the 
formula II , 

-R\-Arg- II 

in which R'n is a peptide chain having n amino acid residues and n is an integer from 0 to 34, and 
the B chain is [prolonged in position Bl bv] modified bv covalent linkage of the amino acid at 
position Bl to a peptide chain of the formula III 

^ . Met-R\-(Arg)^- III 
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in which R^n, is a peptide chain having m amino acid residues, m is an integer from 0 to 40 and p 
is 0, 1 or 2, 

b) [expression] expressing the DNA sequence which codes for a precursor of the insuHn 
derivative in a host cell^ and 

c} [release of] releasing the insulin derivative from its precursor using chemical and/or 
enzymatic methods, wherein the precursor of the insulin derivative has the sequence 
Met Ala Thr Thr Ser Thr Gly Asn Ser Ala Arg Phe Val Lys Gin 
His Leu Cys Gly Ser His Leu Val Glu Ala Leu Tyr Leu Val Cys 
Gly Glu Arg Gly Phe Phe Tyr Thr He Lys Thr Arg Arg Glu Ala 
Glu Asp Pro Gin Val Gly Gin Val Glu Leu Gly Gly Gly Pro Gly 
Ala Gly Ser Leu Gin Pro Leu Ala Leu Glu Gly Ser Leu Gin Lys 
Arg Gly lie Val Glu Gin Cys Cys Thr Ser He Cys Ser Leu Tyr 
Ghi Leu Glu Asn Tyr Cys Asp 
(SEQIDNo.: 11). 



(Twice Amended) A process for the preparation of an insulin derivative as 
claimed in claim^^comprising [the construction of] 

a) constructing a replicable expression vehicle which contains a DNA sequence which 
codes for a precursor of the insulin derivative, in which the amino acid residue in position Al of 
the A chain is linked to the amino acid residue B30 of the B chain via a peptide chain of the 
formula II 
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-R'„-Arg- n 

in which R'„ is a peptide chain having n amino acid residues and n is an integer from 0 to 34, and 
the B chain is [prolonged in position Bl by] modified by covalent linkage of the amino acid at 
position B 1 to a peptide chain of the formula III 

Met-R\-(Arg)^- III 
in which R^n, is a peptide chain having m amino acid residues, m is an integer from 0 to 40 and p 
is 0, 1 or 2, 

b} [expression] expressing the DNA sequence which codes for a precursor of the insulin 
derivative in a host cell^ and 

c} [release of] releasing the insulin derivative from its precursor using chemical and/or 
enzymatic methods, wherein the precursor of the insulin derivative has the sequence 
Met Ala Thr Thr Ser Thr Gly Asn Ser Ala Arg 
Phe Val Lys Gin His Leu Cys Gly Ser His Leu Val Glu Ala Leu 
Tyr Leu Val Cys Gly Glu Arg Gly Phe Phe Tyr Thr Pro Glu Thr 
Arg Arg Glu Ala Glu Asp Pro Gin Val Gly Gin Val Glu Leu Gly 
Gly Gly Pro Gly Ala Gly Ser Leu Gin Pro Leu Ala Leu Glu Gly 
Ser Leu Gin Lys Arg 

Gly He Val Glu Gin Cys Cys Thr Ser He Cys Ser Leu Tyr Ghi 
Leu Glu Asn Tyr Cys Asn 
(SEQIDNO.: 6). 
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(Twice Amended) A process for the preparation of an insulin derivative as 
claimed in clainilw, comprising [the construction of] 

a) constructing a replicable expression vehicle which contains a DNA sequence which 
codes for a precursor of the insulin derivative, in which the amino acid residue in position Al of 
the A chain is linked to the amino acid residue B30 of the B chain via a peptide chain of the 
formula II 

-R'„-Arg- II 

in which R'^ is a peptide chain having n amino acid residues and n is an integer from 0 to 34, and 
the B chain is [prolonged in position Bl by] modified bv covalent linkage of the amino acid at 
position Bl to a peptide chain of the formula III 



Met-R'„-(ArgL 



III 



in which R^n, is a peptide chain having m amino acid residues, m is an integer from 0 to 40 and p 
is 0, 1 or 2, 

b} [expression] expressing the DNA sequence which codes for a precursor of the insulin 
derivative in a host cell^ and 

c} [release of] releasing the insulin derivative from its precursor using chemical and/or 
enzymatic methods, wherein the precursor of the insulin derivative has the sequence 
Met Ala Thr Thr Ser Thr Gly Asn Ser Ala Arg 
Phe Val Lys Gin His Leu Cys Gly Ser His Leu Val Glu Ala Leu 
Tyr Leu Val Cys Gly Glu Arg Gly Phe Phe Tyr He Pro Lys Thr 
Arg Arg Glu Ala Glu Asp Pro Gin Val Gly Gin Val Glu Leu Gly 
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Gly Gly Pro Gly Ala Gly Ser Leu Gin Pro Leu Ala Leu Glu Gly 
Ser Leu Gin Lys Arg 

Gly He Val Glu Gin Cys Cys Thr Ser He Cys Ser Leu Tyr Gin 

Leu Glu Asn Tyr Cys Asn 

(SEQIDN0.:8). 
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pf^l (Twice Amended) A process for the preparation of an insulin derivative as 
claimed in claim^^ comprising [the construction of] 

a) constructing a replicable expression vehicle which contains a DNA sequence which 
codes for a precursor of the insulin derivative, in which the amino acid residue in position Al of 
the A chain is linked to the amino acid residue B30 of the B chain via a peptide chain of the 
formula II 

-R'„-Arg- II 

in which K\ is a peptide chain having n amino acid residues and n is an integer from 0 to 34, and 
the B chain is [prolonged in position Bl by] modified by covalent linkage of the amino acid at 
position Bl to a peptide chain of the formula III 



Met-R'^-(ArgL 



III 



in which R^n, is a peptide chain having m amino acid residues, m is an integer from 0 to 40 and p 
is 0, 1 or 2, 

b) [expression] expressing the DNA sequence which codes for a precursor of the insulin 
derivative in a host cell, and 
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c) [release of] releasing the insulin derivative from its precursor using chemical and/or 
enzymatic methods, v^herein the precursor of the insulin derivative has the sequence 
Met Ala Thr Thr SerThr Gly Asn Ser Ala Arg 
Phe Val Lys Gin His Leu Cys Gly Ser His Leu Val Glu Ala Leu 
Tyr Leu Val Cys Gly Glu Arg Gly Phe Phe Tyr Thr He Lys Thr 
Arg Arg Glu Ala Glu Asp Pro Gin Val Gly Gin Val Glu Leu Gly 
Gly Gly Pro Gly Ala Gly Ser Leu Gin Pro Leu Ala Leu Glu Gly 
Ser Leu Gin Lys Arg 

Gly He Val Glu Gin Cys Cys Thr Ser He Cys Ser Leu Tyr Gin 
Leu Glu Asn Tyr Cys Asn 
(SEOIDNO.: 7). 

^ ^ , ■— ii.i— ■' ' ■■' ■ ■ ■ 






1 Please add new claims 68-72 as follows: 
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The precursor of clain^^, wherein the precursor has the sequence of SEQ HD 

N0.:11. 

The isolated or purified nucleic acid of claiiiL^ having the sequence of SEQ ID 

NO. 11. 

The isolated or purified nucleic acid of claim ^^aving the sequence of SEQ ID 

N0.:6. 





